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Electrocardiographic Effect* of Hicotine la the Babbit 
with Experimental Coronary Atherosclerosis. 
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5; Detailed Pl^n of Procedure (Use reverse sidd if additional space is needed): 

: *• ' v - . ; " ;• .. ( ■* 1 : J "* . * .„ * r r . , 

\ ■ Using a special test animal, ve propose to detezmlne whether nicotine 

/ injected intravenously produces electrocardiographic effects characteristic of 
/ i|ipni»xwxpxytataKtxtnnyy coronary Insufficiency. 4 , vV - 
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Corousry atherosclerosis vill be produced in aale rabbits by feeding , ' 
a high cholesterol diet. Controls will be fed the dame basic stock diet without 
cholesterol. In such cholesterol-fed rabbits, v* have observed the development 
of occlusive coronary atherosclerosis in from 3 to 5 months, as Indicated by r ' 
ergonovine-induced electrocardiographic changes and pathologic study of the 
heart (Binzler, S.H., Travell, J. and Karp, B.: Petection of Coronary Athero¬ 
sclerosis in the Living Animal by the Ergonovine Stress Test. Science, in press 

1955 ) • ' ;; \ 

The ergonovine stress test will be used to detect the presence of 
coronary atherosclerosis in tbs living rabbit. The procedure is currently as 
follows: With the animal udder nembutal nsx aamfrirtwl anesthesia (15 to 20 ng. Kg.), two 
control electrocardiograms are taken with the Sanborn Twin-Beam Cardiograph, 
using Leads U and Vj^ and paper speeds of 25 and 75 mm./sec. Ergonovine maleate 
(0.05 mg. Kg*) is injected intravenously, and Leads II and Vl are repeated, after 
I,3,5>10 and 15 to 20 minutes. Sn£ Positivity of the test is indicate 4 by 
S-T segment depression of 0.5 am. or more. Vhen xpu spontaneous S-T segment depression 
is present in the control electrocardiogram before ergonovine, positivity is indicated 
by further depression of this segment. She time-sequence of events suggests that tbea e 
changes are the result of myocardial Ischemia secondary to coronary vasoconstriction. 


Source; https://wvYw.iQdustryclocuments.ucsf.edu/cl3b6s/ntUOOOO 
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lfw&i|:Xv' ;,/*] * '' -' nicotine increases the 

vj^yheart rate in many species, preliminary 
■ '•??. V'-'f experiments indicate that in the rabbit 
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a. experiments indicate that in the rabbit 
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suitable doses of nicotine do not produce 
a tachycardia. Ibis is important since a q . 
drug-induced tachycardia say interfere with 
the interpretation of electrocardiographic • 
changes in the 8-T segment and X waves. 

If a coronary vasoconstrictor 1 
action of nicotine is demonstrated, ' 
antagonistic and synergistic actions of 
nicotine with other coronary vasoconstrictor 
end vasodilator drugs, such as vasopressin 
end nitroglycerin vill be investigated. It 
has been reported that nicotine say exert 
effects on the coronary circulation through 
stimulation of the posterior pituitary gland 
and release of vasopressor honaonee. It 
is anticipated that during the course of this 
investigation, new data will be accumulated 
with reference to the action on the coronary 
circulation of aueh drugs as vasopressin 
and oxytocin. > 
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Source: https://www.industrydocuments.uc ^du/docs/ntllOOOO 
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